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In the claims : 

Please amend claims 1 14-121 141, and 1 42. 

Please cancel claims 74-89. 91 93, 95, 97, 99^104. 106. 108. 110. 112. and 120-140, 
Phase add new claims 14i-166. 

1-113. Cancelled 

114. (Currently amended) A method for inhibiting human TNFa activity in 
a human subj^t suffering from yerS^^m 4isea,g a diu u iau. in "'t^ ' TtTFo. aotiiri tj . i . 
J^Uimontol. •■ulioiomthn ttii ui i l i i l 3 □o l cc t fi il f i i n r" I ' nf u uiodontal f 1n ( ^ n n«^i 

oluoilj,audiaJiL.tlnntmnnit,r, comprising administering to the human subject an antibody 
such that human TNF« activity in the human subject is inhibited, wherein the antibody is an 
isolated human antibody, or an antigen-binding portion thereof, that dissociates from human 
TNFoc with a Kd of 1 X 10-8 M or less and a K^ff rate constant of 1 x 10-3 g-l or less, both 
detennined by surface pla^on resonance, and neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x lO"? M or less- 

115. (Currently amended) a method for inhibiting human TT^a activity in 
a human subject suffering ftom p.no<1nt^tal 4igease u dia ui d u x lu 1 1. T ^ nmr nn t i ^n t y i . 

U,Ui m uutu l.T lwni,ill. ^ ' -'-^ ^ r, 1 - m r nn nui.Un|, urii.imirin n tn H i n. r >^ 

obo.iL..tuiJn.ilmtinntmri.if^r, comprising administering to the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is an 
Isolated human antibody, or antigen-binding portion thereof, with the following 
characteristics: 

a) dissociates ftom human TNFa with a Koff rate constant of 1 x 10-3 3-1 or less, as 

determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ ID 

NO- 3. or modified from SEQ ED NO: 3 by a single alanine substitution at position 1. 4. 5. 7 
or 8 or by one to five conservative amino acid substitutions at positions 1,3.4. 6, 7. 8 and/or 

^' c) hasaheavychainCDR3domaincomprisingtheaminoacidsequenceofSEQID 
NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at position 2, 3. 4, 5. 
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6. 8, 9. 10 or 1 1 or by one to five conservative amino acid substitutions at positions 2, 3, 4, 5. 
6, 8,9, 10, 11 and/or 12. 

116. (Currently amended) A method for Inhibiting human TNFa activity in 
ahuman subject suffering from Cf^podont^ dis.ase . a di .u id.i in .hln l . TPTT n i nn t i vity to 

d o uhuuuul. , U in (l.n rtinn r r l u i u J u Ucu i1 H n m rh u M u aj J .i. U t in i: .f l io ii u J i iit nl ^ nm-^ 

^.U,.ui>du..1i,.>inntnirimty comprising administering to the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is an 
isolated human antibody, or an antigen binding portion thereof. wiHi a light chain variable 
region (LCVR) comprising the amino acid sequence of SEQ ID NO: 1 and a heavy chain 
variable region (HCVR) comprising the amino acid sequence of SEQ ID NO: 2. 

117 (Currently amended) A method for inhibiting human iKFa activity in- 
a human subject suffering ftom periodpntaHMs^e a d iu o ia u i L . nlnnl. T^TF. nn ti^nt , .. 

^L,„-uLLL l. 1 iMlliniUn i i l I - ' -^^-^^ ,ni ntin,^nft ,ui l uJu . .tnin . nnn r. 

eb..lL>,UiiJxuJiu.ir,ntniHnit?^ comprising administering to the human subject an antibody 
such that human INFa activity in the human subject is inhibited, wherein the antibody is 
D2E7. 

118 (Currently amended) A method for treating a subject sufering from 

,^.H.nt.l disease u au uidui u. ■■ V TT .i !■ In rtn trim .nl ^ . i 1 i.> .Lr ^■m . ^n r 

. d o^ L u df iuu i Ih: , 1 nnnninli u, u fp. i i uil 1 itinnn . . . ubL. i l, 1 n.mn t in n t n . io i^^ 

comprising administeringto the subjea an antibody such thatthe^e^^ 

is treated, wherein the antibody is an isolated human antibody.oranantigen-b^^^^^ 

thereof, that dissociates from human "mFa with a k, of 1 x 10-» m or less and a koff mt. 

constant of 1 x 10-3 g-l or less, both determined by surface plaamon resonance, and 
neutralizes human TNFacytotoxicityinastandardfn vara L929 assay with anlCso^ 

lO-"? morless. 

119 (Currenfly amended) A method for treating a subject suffering from 

,^o^^r,,i6i ^. diu u iiu m h T l TT 1 i- V i n HoU un.. lni, 1 ■■■ H..- ^ i nn r i nr 

,,,,,,,^,,e«.,b.^o^.i^^^ of p orinri ul dl.L U. . . nl ■■„ 1 .n.lintin. t o K io. ^ 

con^prising administering to th. subject an antibody such that the s,n.d.nt.ldi^«^ 
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is treated, wherein the antibody is an isolated human antibody, or antigen-binding portion 
thereof, with the following characteristics: 

a) dissociates ftom human TNFa with a Koff rate constant of 1 x 10*3 s-> or less, as 

determined by surface plasmon resonance; 

b) has a Ught chain CDR3 domain comprising the amino acid sequence of SEQ 

ID NO: 3. or modified from SEQ ID NO: 3 by a single alanine substitution at position 1 , 4. 5. 
7 or 8 or by one to five conservative amino acid substitutions ai positions 1, 3, 4, 6, 7, 8 
and/or 9; 

o) has a heavy chain CDR3 domain comprising the amino acid sequence 
of SEQ ID NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at 
position 2, 3, 4. 5. 6. 8, 9. 10 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3. 4, 5, 6, 8, 9, 10, 11 and/or 12. 

120. (Currently amended) A method for treating a subject suffering from 

P^nHnntd disease u ilb u id c i in i vh i nh T u u a v Myity in rin trim u n t ul. i.. t lin rti n n r ri nr in 

.amt o df rp rot li i j -T — I ^ inrlnnt nl diuuuuu. obcDityi una mJioti n nt n Mi n t^^^ 
comprising administering to the subject an antibody such that the periodontal disease ^ iee^ 
is treated, wherein the antibody is an Uolated human antibody, or an antigen binding portion 
thereof, with a light chain variable region (LCVR) comprising the amino acid sequence of 
SEQ ID NO: 1 and a heavy chain variable region (HCVR) comprising the amino acid 
sequence of SEQ ID NO: 2. 

121. (Currently amended) A method for treating a subject suffering from 

p.,^.Hnnt^ disease u Oiu.! J u i ul u.h i nU TNT a actHry i n ri uU iiu u J .li. h ' 1 !■■ Ili " ' ■li"" ^ ^ "^ in 

Dd uu L u dframth n bi u u jJ ic i iilii. E n fruil u JuiUul ilin .nn n , n buji l, . fid uM m t n inm tT 

comprising administering to the subject an antibody such that the perio^^mftl disg^ .toda. 
is treated, wherein the antibody is D2E7. 

122-140. (Cancel) 
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141. (Currently amended) A method for treating a subject suffering from 
rheumatoid arthritis, comprising administering to the subject feoAan antibody and 
methotrexate, such that the rheumatoid arthritis is treated, wherein the antibody is an isolated 
human antibody, or an anUgen-binding portion thereof, that dissociates ftom human TNFa 
with a Kd of 1 X 10-8 M or less and a Koffratc constant of 1 x 10-3 g-l or less, both 
determined by surface plasmon resonance, and neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x 10-' M or less. 

1 42. (Currently amended) A method for treating a subject suffering from 
rheumatoid arthritis, comprising administering to ihe subject bgHian antibody and 
methotrexate such that the riieumatoid arthritis is treated, wherein the antibody is D2E7. 

143. (New) A method for inhibiting human TNFa activity ixi a human 
subject suffering ftom obesity comprising administering to the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is an 
isolated human antibody, or an antigen-binding portion thereof, that dissociates &om human 
TNFa with a Kd of 1 X 10-8 M or less and a K^ff rate constant of I x 10'^ s'l. or less, both 
determined by surface plasmon resonance, and neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x 10-7 M or less. 

144. (New) A method for inhibiting human TNFa activity in a human 
subject suffering ftom obesity comprising administering t» the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is an 
isolated human antibody, or antigen-binding portion thereof, with the following 
characteristics; 

a) dissociates &om human TNFa with a K^ff rate constant of 1 x 10-3 ^-l or less, as 

determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 3, or modified fiom SEQ ID NO: 3 by a single alanine substitution at position 1, 4, 5. 7 
or 8 or by one to five conservative amino acid substitutions at positions 1 , 3, 4. 6, 7, 8 and/or 

9; 
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c) has a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at position 2, 3, 4, 5, 
6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at positions 2. 3. 4, 5, 
6. 8, 9, 10, U and/or 12, 

145. (New) A method for inhibiting human TNFo activity in a human 
subject suffering from obesity comprising administering to the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is an 
isolated human antibody, or an antigen binding portion thereof with a light chain variable 
region (LCVR) comprising the amino acid sequence of SEQ ID NO: 1 and a heavy chain 
variable region (HCVR) comprising the amino acid sequence of SEQ ID NO: 2, 

146. (Nw) A method for inhibiting human TNFa activity in a human 
subject suffering ftom obesity comprising administering to the human subject an antibody 
such that human TNFa activity in the human subject is inhibited, wherein the antibody is 
D2E7. 

147. ^ew) A method for treating obesity in a subject suffering from 
obesity comprising administering to the subject an antibody such that obesity is treated, 
wherein the antibody is an isolated human antibody, or an antigen-binding portion thereof, 
that dissociates from human TNFa with a of 1 x 10-8 m or less and a Koff rate constant of 
1 X 10-3 g-l or less, both determined by surface plasmon resonance, and neutralizes human 
TNFa cytotoxicity in a standard in vitro L929 assay with an IC50 of 1 x lO"' m or less. 

1 48. (New) A method for treating obesity in a subject suffering from 
obesity comprising administering to the subject an antibody such thai obesity is treated, 
wherehi the antibody is an isolated human antibody, or antigen-binding portion thereof, with 
the following characteristics: 

a) dissociates from human TNFa with a Koff rate constant of 1x10-3 g-l or less, as 

determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ 
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ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1 , 4, 5, 
7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, 6, 7, 8 
and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence 
of SEQ ID NO: 4. or modified from SEQ ID NO: 4 by a single alanine substitution at 
position 2, 3, 4. 5, 6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3, 4. 5, 6, 8, 9, 10, 1 1 and/or 12. 

1 49. (New) A method for treating obesity in a subject suffering from 
obesity comprising administering to the subject an antibody such that obesity is treated, 
wherein the antibody is an isolated human antibody, or an antigen binding portion thereof, 
with a light chain variable region (LCVR) comprising the amino acid sequence of SEQ ID 
NO: I and a heavy chain variable region (HCVR) comprising the amino acid sequence of 
SEQ ID NO: 2. 

150. (New) A method for treating obesity in a subject suffering from 
obesity comprising administering to the subject an antibody such that obesity is treated, 
wherein the antibody is D2E7. 

151. (New) A method for inhibiting human TNFa activity in a human 
subject suffering from radiation toxicity comprising administering to the human subject an 
antibody such that human TNFa activity in the human subject is inhibited, wherein the 
antibody is an isolated human antibody, or an antigen-binding portion thereof, that dissociates 
from human TNFa with a of 1 x 10-« M or less and a K^ff rate constant of 1 x 10-3 g-i or 
less, both determined by surface plasmon resonance, and neutralizes human TNFa 
cytotoxicity in a standard in vitro L929 assay with an ICso of 1 x 10-"^ M or less. , 

1 52. (New) A method for inhibiting human TNFa activity in a human 
subject suffering from radiation toxicity comprising administering to the human subject an 
antibody such that human TNFa activity in the human subject is inhibited, wherein the 
antibody is an isolated human antibody, or antigen^binding portion thereof, with the 
following characteristics: 
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a) dissociates from human TNFa with a Kgff rate constant of 1 x 10*^ s"^ or less, as 

detennined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 3, or modified from SEQ ED NO: 3 by a single alanine substitution at position 1, 4, 5, 7 
or 8 or by one to five conservative amino acid substitutions at positions I, 3, 4, 6, 7, 8 and/or 
9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at position 2, 3, 4, 5, 
6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at positions 2, 3, 4, 5, 
6, 8, 9, 10, 11 and/or 12. 

1 53. (New) A method for inhibiting human TNFa activity in a human 
subject suffering from radiation toxicity comprising administering to the human subject an 
antibody such that human TNFa activity in the human subject is inhibited, wherein the 
antibody is an isolated human antibody, or an antigen binding portion thereof, with a light 
chain variable region (LCVR) comprising the amino acid sequence of SEQ ID NO; 1 and a 
heavy chain variable region (HCVR) comprising the amino acid sequence of SEQ ID NO: 2. 

1 54. (New) A method for inhibiting human TNFa activity in a human 
subject suffering from radiation toxicity comprising administering to the human subject an 
antibody such that human TNFa activity in tiie human subject is inhibited, wherein the 
antibody is D2E7. 

155. (New) A method for treatir^ radiation toxicity in a subj ect suffering 
from radiation toxicity comprising administering to the subject an antibody such that 
radiation toxicity is treated, wherein the antibody is an isolated htiman antibody, or an 
antigen-binding portion thereof, that dissociates from human TNFa with a of 1 x 10-8 m 
or less and a K^ff rate constant of 1 x 10-^ s'^ or less, both determined by surface plasmon 
resonance, and neutralizes human TNFa cytotoxicity in a standard in vitro L929 assay with 
an IC50 of 1 x 10-7 m or less. 
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136, (New) A method for treating radiation toxicity in a subject suffering 

from radiation toxicity comprising administering to tiie subject an antibody such that 
radiation toxicity is treated, wherein the antibody is an isolated human antibody, or antigen- 
binding portion thereof, with the following characteristics: 

a) dissociates from human TNFa with a K^ff rate constant of 1 x 10"^ S'^ or less, as 

determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ 

ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1, 4, 5, 
7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, 6, 7, 8 
and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence 

of SEQ ID NO: 4, or modified firom SEQ ID NO: 4 by a sirigle alanine substitution at 
position 2, 3, 4, 5, 6, 8, 9, 1 0 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3, 4, 5, 6, 8, 9, 10, 11 and/or 12. 

157. (New) A method for treating radiation toxicity In a subject suffering 
from radiation toxicity compris'mg administering to the subject an antibody such that 
radiation toxicity is treated, wherein the antibody is an isolated human antibody, or an antigen 
binding portion thereof with a light chain variable region (LCVR) comprising the amino acid 
sequence of SEQ ID NO: I and a heavy chain variable region (HCVR) comprising tiie amino 
acid sequence of SEQ ID NO: 2. 

1 58. (New) A method for treating radiation toxicity in a subject suffering 
from radiation toxicity comprising administering to the subject an. antibody such that 
radiation toxicity is treated, wherein the antibody is D2E7. 

159. (New) The method of claim 141, wherein the isolated human 
antibody, or antigen-binding portion thereof, dissociates from human TNFa with a K^ff rate 
constant of 5 x 10-* s-i or less. 

160. (New) The method of claim 141 , v^erein the isolated human 
antibody, or antigen-binding portion thereof, dissociates from human TNFa with a K^ff rate 
constant of 1 x 10-^ s-^ or less. 
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161. (New) The method of claim 1 41 , wdierein the isolated human 
antibody, or antigen-binding portion thereof, neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x 10"^ M or less. 

162. (New) The method of claim 141, wherein the isolated human 
antibody, or antigen-binding portion th^eof^ neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x 10"^ M or less- 

1 63 . (New) The method of claim 141. wherein the isolated human 
antibody, or antigen-binding portion thereof, neutralizes human TNFa cytotoxicity in a 
standard in vitro L929 assay with an IC50 of 1 x 10-1^ M or less. 

1 64. (New) The method of claim 141, wherein the isolated human 
antibody, or antigen-binding portion thereof, is a recombinant antibody, or antigen-binding 
portion thereof 

165. (New) A method for treating a subject suffering from rheumatoid 
arthritis, comprising administering to the subject both an antibody and methotrexate, such 
that the rheumatoid arthritis is treated, wherein the antibody is an Isolated human antibody, or 
antigen-binding portion thereof, with the following characteristics: 

a) dissociates from human TNFa with a Koff rate constant of 1 x 10-3 5-1 or less, as 

determined by surface plasmon resonance; 

b) has a light oham CDR3 domain comprising the amino acid sequence of SEQ 

ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1, 4, 5, 
7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, o, 7, 8 
and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence 

of SEQ ID NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at 
position 2, 3, 4, 5, 6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3, 4, 5, 6, 8, 9, 10, 1 1 and/or 12. 
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166. (New) 



A method for treating a subject suffering from rheumatoid 



arthritis, comprising administering to the subject both an antibody and methotrexate, such 
that the rheimiatoid arthritis is treated, wherein the antibody is an isolated human antibody, or 
an antigen binding portion thereof, with a light chain variable region (LCVR) comprising the 
amino acid sequence of SEQ ID NO: 1 and a heavy chain variable region (HC VR) 
comprising the amino acid sequence of SEQ ID NO: 2. 
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